Hearing loss is a global public health problem with a high prevalence, significantly impairing communication and leading to a decrease in the quality of life. The association between moderate alcohol consumption (MAC) and hearing impairment has been addressed in several studies with inconsistent results. The intent of our study is to clarify the correlation between MAC and the hearing threshold and further investigate the interplay between MAC and the hearing threshold categorized by gender. The study included 4,075 participants aged 20-69 years from the 1999-2004 data of National Health and Nutrition Examination Survey (NHANES). The associations among MAC, gender differences, and high-frequency and low-frequency hearing thresholds were analyzed. We found that current female drinkers with MAC tended to have lower hearing thresholds. There is a significant protective effect of MAC on hearing threshold shifts in the US adult population, especially in females. Our research was the first study to further indicate that there is a gender difference in the association between MAC and hearing impairment. In accordance with our results, if people drink, they should consume moderate rather than higher amounts, especially in women, which may result in a reduced risk of hearing loss.
. By analyzing the possible contributing factors to hearing loss, many studies attempted to identify the possible modifiable factors that can potentially help to prevent or slow the development of hearing loss [3] [4] [5] [6] [7] . Notably, alcohol consumption seemed to have a protective effect on hearing impairment.
The most impressive effect of alcohol consumption is its protective association with cardiovascular disease. The accumulating evidence of consistent observational and mechanistic studies reveals that moderate alcohol consumption (MAC, 1 drink per day for women and 1-2 drinks per day for men) has beneficial effects on cardiovascular disease 8 . The plausible mechanisms about the protective effect of alcohol consumption on cardiovascular disease include increasing levels of plasma high-density lipoprotein (HDL) cholesterol 9, 10 , improving insulin sensitivity 11, 12 , the potential salutary effects of endothelial function 13, 14 , fibrinolysis/coagulation 15, 16 , and anti-inflammatory action 17, 18 . The association between alcohol consumption and hearing impairment has also been reported in several research works. These studies appear to contradict one another; some of them noted a detrimental effect or positive association 19, 20 , some found a beneficial effect or negative association 4, [21] [22] [23] [24] [25] [26] , and others observed no remarkable association [27] [28] [29] . Different study methods or purposes or different definitions of alcohol consumption might have been responsible for these inconsistent results. In general, the protective effect of alcohol consumption on hearing impairment was addressed, and the decreased protective effect or increased risk of hearing loss was noted regarding alcohol consumption at higher levels than moderate levels.
Gender differences in the consequences of alcohol use have been extensively studied. Women are more susceptible to the effects of alcohol consumption than men because women have higher blood alcohol concentrations after drinking equivalent doses of alcohol per kilogram of body weight [30] [31] [32] . Compared with men, women develop cirrhosis of the liver and more cognitive and motor impairment at lower levels of exposure to alcohol 33 . Gender differences in alcoholic cardiomyopathy, alcohol related behavioral or medical problems, and alcohol use and misuse in adults have also been reported 34 . Within the extensive research on alcohol consumption, comparatively little has focused on the gender differences in the association between MAC and hearing impairment. Among the studies indicating that MAC had a protective effect on hearing impairment, some did not find different effects between women and men 4, 21, 23 , while others did not analyze gender effects 22, 24 . By studying the possible beneficial or risk factors for hearing impairment, we would be able to understand the etiologic factors of hearing loss, develop ideas for basic research, and make public health efforts for hearing preservation. Knowledge regarding the MAC, hearing impairment, and gender differences is rare. Given the theoretical positions taken for the study and the status of the field as briefly reviewed above, the aim of our study was to further clarify the interactions between MAC, hearing thresholds, and gender distribution using the National Health and Nutrition Examination Survey(NHANES) dataset.
Results
Characteristics of the study population. The present study included 4,075 participants obtained from the 1999-2004 NHANES dataset. The clinical and demographic characteristics of the study group were analyzed according to the patterns of alcohol consumption ( Table 1) . The current drinkers with MAC had a smaller waist circumference, lower fasting glucose levels, lower hearing threshold at low frequencies in the worse ear, lower frequencies of stroke, heart disease, and present use of ototoxic medication than lifetime abstainers and current drinkers with above moderate alcohol consumption (AMAC). The lifetime abstainers were younger, had lower uric acid and total cholesterol levels, lower hearing threshold at high frequencies in the worse ear, fewer males and non-Hispanic whites than those with the other three patterns of alcohol consumption. Association between patterns of alcohol consumption and hearing thresholds. The results of patterns of alcohol consumption-based multiple linear regression analysis are presented in Table 2 . Current drinkers with MAC tended to have lower hearing thresholds. The significant negative associations between MAC and the hearing thresholds, high-frequency pure-tone average (High-PTA) and low-frequency pure-tone average (Low-PTA), were noted in model 1-3. After adjusting with other covariates in model 3, the β coefficients of the High-PTA comparing the current drinkers with MAC to lifetime abstainers was −0.112 (p = 0.030); the β coefficients of the Low-PTA was −0.131 (p = 0.013).
Association between patterns of alcohol consumption and hearing thresholds in different genders. The relationships between patterns of alcohol consumption and hearing thresholds in different genders
were analyzed and are presented in Table 3 . Current female drinkers with MAC tended to have lower hearing thresholds. In model 1, model 2, and model 3, significant negative associations between MAC and hearing thresholds (High-PTA and Low-PTA) were observed. In model 3, the β coefficients of the High-PTA comparing the current female drinkers with MAC to lifetime abstainers was −0.154 (p = 0.013); the β coefficients of the Low-PTA was −0.150 (p = 0.034). However, no significant associations were observed in males.
Discussion
Based on analyzing the national representative sample of US adults, we found that current drinkers with MAC had significant negative associations regarding high-frequency and low-frequency hearing thresholds compared with lifetime abstainers but former drinkers and current drinkers with AMAC did not. That is, current drinkers with MAC had lower high-frequency and low-frequency hearing thresholds than lifetime abstainers. It is worth noting that this association was observed in female subjects but not in male. MAC seems to have a protective effect on hearing threshold shift only in women. To our best knowledge, ours was the first study to indicate a gender difference in the association between MAC and hearing impairment. Several studies have suggested that alcohol consumption has a protective effect on hearing impairment. Compared to never drinkers, some studies reported that the protective effect was only noted in current drinkers with MAC (a U-shaped association was presented between alcohol consumption and hearing impairment with no risk for AMAC and lower risk for MAC) 4, 21, 22, 24 , and other studies report that the protective effect was observed in current drinkers with all categories, even above average or higher levels 25, 26 . The results of the Japanese epidemiological cross-sectional study with 496 subjects by Itoh et al. 22 and the Blue Mountains Hearing Study with 2956 subjects in Australia by Gopinath et al. 24 showed the protective effect of MAC. , they found a protective effect of MAC in both low and high frequency hearing loss, which were consistent with our results. However, the gender differences were not observed in their analysis. Our findings extended the scanty literature about MAC and hearing loss and further indicated the gender differences. Further larger studies or prospective surveys are still needed to explore the gender differences in the protective effect of MAC on hearing impairment more clearly.
The protective effects of alcohol consumption on hearing impairment may occur through several possible pathways or mechanisms. First, as far as we know, cardiovascular disease is associated with hearing loss 2 . Some studies proposed that the beneficial cardiovascular effects of alcohol consumption lead to the decreased risks of hearing loss 4, 24, 25 . Second, alcohol consumption may increase plasma HDL cholesterol concentrations [8] [9] [10] , contribute to better endothelial function 13, 14 , and reduce coagulation 15, 16 , which contribute to an optimal cochlear Table 2 . Regression coefficients of patterns of alcohol consumption for hearing threshold. Adjusted covariates: Model 1 = age, sex, race. Model 2 = Model 1 + (waist circumference, uric acid, fasting glucose, total cholesterol). Model 3 = Model 2 + (abnormal otoscopy, abnormal tympanometry, present use of ototoxic agents, history of diabetes, heart disease, stroke). Definition of abbreviations: MAC = moderate alcohol consumption, AMAC = above moderate alcohol consumption, High-PTA = Pure tone average at high frequencies, Low-PTA = Pure tone average at low frequencies. *β Coefficients can be interpreted as differences in hearing threshold comparing subjects in the other three patterns of alcohol consumption to those in the lifetime abstainers.
circulation and an intensifying anti-atherosclerotic condition and result in decreased hearing impairment. Third, alcohol consumption had anti-inflammatory action and neuroprotection 17, 18, 35 that may help to enhance cellular survival of the cochlea. Finally, a U-shape association between alcohol consumption and hearing impairment was reported and the lack of enhanced benefits of higher levels of alcohol consumption or AMAC on hearing impairment is likely due to the adverse effects on other risk factors for hearing loss 4, 21, 22, 24 . The tonotopic distribution of the cochlear hair cells leads to the base part of the cochlea responding to high frequencies and the apical part to low frequencies. We found a protective effect of MAC on the hearing threshold shift in both low and high frequency. It indicated this effect was influencing the whole cochlea. It was consistent with the strial hearing loss proposed by Schuknecht 36 , which is characterized by histopathologic findings with atrophy of the stria vascularis in the whole cochlea and by clinical results of decreased hearing sensitivity across the whole frequency spectrum. In other words, the protective effect of MAC may be related to the involvement of the stria vascularis, affecting the microvasculature of the cochlea. Notably, this is consistent with the possible mechanism about the protective effects of alcohol consumption that we described in the second point above; further study is required to investigate whether the stria vascularis of the whole cochlea is affected by alcohol consumption.
Lifestyle variables may also be confounding factors of the hearing protective effects between current drinkers with MAC and never drinkers. Emerging studies have reported that never drinkers had a higher body mass index, less regular exercise, lower vegetable consumption, and higher fat intake comparing with all drinkers 37 . Current drinkers with MAC were observed to pay more attention to their health using preventive care or improving their health behaviors than never and heavy drinkers 38 . Other confounding factors from MAC, such as socioeconomic status, have also been suggested 39 . The gender differences in the association of MAC and hearing threshold shifts is likely due to innate biological differences. Women are more susceptible to the effects of alcohol consumption than men because women have higher blood alcohol concentrations after drinking equivalent doses of alcohol per kilogram of body weight [30] [31] [32] . There are several differences between men and women in the pharmacokinetics of alcohol. Women have lower gastric alcohol dehydrogenase; thus, the first stage of alcohol metabolism is decreased and more alcohol is absorbed into the blood stream 30, 31 . Women have a higher percentage of body fat 32 and a lower percentage of body water than men 40 ; thus, each drink is more concentrated in women's blood circulation. Therefore, gender differences should always be considered when studying the effects of alcohol consumption.
There are some limitations in our study. First, causality cannot be claimed because of the cross-sectional design of our study. Second, we could not exclude potential recall bias for information about the frequency and Table 3 . Regression coefficients of patterns of alcohol consumption and gender for hearing threshold Adjusted covariates: Model 1 = age, sex, race. Model 2 = Model 1 + (waist circumference, uric acid, fasting glucose, total cholesterol). Model 3 = Model 2 + (abnormal otoscopy, abnormal tympanometry, present used of ototoxic agents, history of stroke, diabetes, heart disease). Definition of abbreviations: MAC = moderate alcohol consumption, AMAC = above moderate alcohol consumption, High-PTA = Pure tone average at high frequencies, Low-PTA = Pure tone average at low frequencies.
quantity of past and current alcohol consumption and other personal and medical history data. Third, the questions in the Alcohol Use Questionnaire are about drinking alcoholic beverages, including liquor, wine, beer, and any other type of alcoholic beverage. The types of alcoholic beverages cannot be differentiated in our dataset. Fourth, there was no information about genetic or congenital hearing impairment in the NHANES data.
Conclusions
Our study highlighted that there is a significant protective effect of MAC on hearing threshold shifts in the US adult population, especially in female individuals. This study may lead to a better understanding of the interplay between gender differences, MAC, and hearing threshold shifts. If people drink, they should consume moderate rather than higher amounts, especially in women, which may result in a reduced risk of hearing loss. Further research is warranted to clarify the benefit of MAC on hearing threshold shifts and gender differences.
Methods
Description of NHANES and study population. NHANES is a special cross-sectional survey that combines personal interviews, standardized physical examinations, and numerous laboratory studies. It was directed by the Centers for Disease Control and Prevention's National Center for Health Statistics and designed to gather information about the health, nutritional status, and health behaviors of the non-institutionalized civilian resident population of the United States. Starting in 1999, it became an ongoing annual survey; the data sets have been released every two years on the NHANES website. We limited our study subjects to 1999-2004 NHANES individuals who had completed both the personal questionnaires about alcohol consumption and audiometric examinations. Individuals were excluded if they had current or past occupational noise exposure and if their relevant data were incomplete. The final analytic data sets included 4,075 subjects aged 20-69 years, including demographic data, the results of physical investigations and laboratory tests, questionnaire information, and audiometric examinations.
Audiometric measurements. According to the 1999-2004 NHANES protocol, half of the included participants were randomly arranged for audiometric examinations after household personal interview and medical examinations. The participants were not included if they could not remove their hearing aids or bear with the headphones. Audiometric measurement was performed in a mobile examination center's sound-isolated room by technicians who had been trained by a qualified audiologist from the National Institute for Occupational Safety and Health. Audiometric equipment included an interacoustic model AD226 audiometer with EARTone 3 A insert earphones and standard TDH-39P headphone. Each ear was tested from 500 to 8000 Hz with an intensity-range of −10 to 120 dB to determine the air-conduction pure tone hearing thresholds. The average of pure tone hearing thresholds at 3,000, 4,000, 6,000, and 8,000 Hz was defined as the high-frequency pure-tone average (High-PTA). The average of pure tone hearing thresholds at 500, 1,000, and 2,000 Hz was defined as the low-frequency pure-tone average (Low-PTA). The worse ear with the lower pure-tone average was chosen for the regression analysis 41 .
Definition of patterns of alcohol consumption. The Alcohol Use Questionnaire (ALQ) in NHANES was designed to collect information about the frequency and quantity of past and current alcohol consumption. The definition of a drink was an ounce of liquor, a 4-ounce glass of wine, or a 12-ounce beer. The variable of drinks per day (dkspd) was calculated by the ALQ data 42 . We classified individuals into the following four groups [42] [43] [44] : (I) lifetime abstainers-< 12 drinks in entire life; (II) former drinkers− ≧ 12 drinks in the past but none during the past 12 months; (III) current drinkers with MAC-< 0 to ≦2 dkspd in men and <0 to ≦ 1 dkspd in women during the past 12 months; and (IV) current drinkers with AMAC-> 2 dkspd in men and >1 dkspd in women during the past 12 months.
Assessment of covariates. Demographic data, including age, gender, race, and medical history were collected. Race was classified as non-Hispanic white, non-Hispanic black, or other. Individuals were considered to have diabetes if there was a physician's diagnosis by self-report medical history, random and fasting glucose level greater than or equal to 200 and 126, respectively, and/or the use of diabetic medications. Heart disease was considered positive if an individual had a diagnosis of or had experienced congestive heart failure, coronary artery disease, myocardial infarction or angina. Stroke was ascertained by self-reports. The present use of ototoxic medication, including non-steroidal anti-inflammatory drugs, anticancer drugs, aminoglycoside, or loop diuretics was defined by self-reports. Waist circumference was determined at the top of the hip bone after breathing out normally to the nearest 0.1 cm. Abnormal otoscopy was recorded if there were abnormalities in screening otoscopic examination of the eardrums and ear canals before the audiometric measurement. Tympanometry was determined as abnormal if the compliance was less than or equal to 0.3 ml or middle ear peak pressure was less than or equal to −150 daPa using an audiometric tympanometer. Measurement of serum uric acid was determined using a Hitachi 737 analyzer. The level of total cholesterol was measured using a Hitachi 704 analyzer. The level of serum fasting glucose was measured using the Cobas Mira assay. All associated information about biospecimen collection and processing protocols is available on the NHANES website.
Statistical analysis. SPSS (version 18.0 for Windows; SPSS, Inc., Chicago, IL, USA) was used to perform the statistical analyses. The significant differences were defined as two-sided p-values < 0.05. Covariates, including age, waist circumference, uric acid, fasting glucose, and total cholesterol were managed as continuous variables and presented as the mean value with standard deviation. Other covariates, such as gender and race were treated as categorical variables and expressed as numbers with percentages. Logarithmic transformation was performed for the values of the PTA hearing thresholds to approximate a normal distribution. Our study used patterns of alcohol consumption-base analysis by dividing participants into four groups with the lifetime abstainers as the referent group. The linear regression model was used to evaluate the effect of patterns of alcohol consumption on the hearing threshold. A multiple-model analysis was performed for adjustments of covariates 41 . First, age, gender, and race were adjusted in model 1. Model 1 subsequently adjusted for waist circumference, uric acid, fasting glucose, and total cholesterol was model 2. Model 2 further adjusted for abnormal otoscopy and tympanometry, current use of ototoxic medication, history of diabetes, heart disease and stroke was model 3.
Ethics statement. The Research Ethics Review Board of National Center for Health Statistics approved the NHANES study and underwent annual review. All eligible subjects provided their written informed consent before participating the study. Because de-identified data were used in our study, it was exempt from IRB review.
